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Sir: 

I, Dr. Bo Skaaning Jensen of the Ion Channel Target Discovery 
Department, NeuroSearch A/S, Denmark, do hereby declare the following: 

I have attached a copy of my curriculum vitae to this Declaration. 

I am the Head of Ion Channel Target Discovery and conducted the 
experiments described below. 

I am familiar with the above referenced patent application, as well as the 
development, usages and properties of potassium channels and the genes that 
encode them. 

I have read and understand the subject matter of the Office Action of 
February 22, 2002. 
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The following comments are offered in support of the patentability of the 
instant invention. 

I have made a direct comparison of the nucleotide sequences that encode 
KCNQ4 (identified as SEQ ID NO: 1 in the application) and KCNQ2, identified by 
Singh et al. and appearing in GenBank under the accession number AF033348. 
The GenBank description is enclosed. 

Using the Blast 2 sequences program provided by the National Center for 
Biotechnology Information (NCBI), I have aligned the coding sequences (CDS) of 
the two sequences. The report generated is enclosed. As shown in the report, 
there is no significant identity when determined over the entire sequence. Only 
for four partial (internal) sequences the program was able to detect any 
significant identity. This result can be represented in the following way: 

Fraction 1 : Determined over 814 bases, 76% identity 

Fraction2: Determined over 147 bases, 84% identity 

Fraction 3: Determined over 64 bases, 82% identity 

Fraction 4: Determined over 48 bases, 85% identity 
Of a total sequence of 2088 nucleotides of KCNQ4, only 1073 bases 
(814+147+64+48) could be blasted, which corresponds to only 51 .4% of the 
CDS. Overall this leaves an identity of less than 50% between the nucleotide 
sequence encoding the KCNQ4 channel of the invention and that of the KCNQ2 
channel of Singh et al. So pending claim 2, which claims at least 90% homology, 
is definitely not anticipated by the disclosure of Singh et al. 
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Concerning pending claim 1 , which is directed to hybridization conditions, there is 
no strict correlation between homology and hybridization conditions. However, as 
claim 1 is directed to high stringency conditions, and in view of the low percent 
identity determined above, the skilled person will realize that the KCNQ4 
sequence of the invention will not hybridize with the KCNQ2 sequence of Singh 
etai 

What exactly is the homology of the sequences that are capable of hybridizing 
under these circumstances depends on the particular sequences in question and 
can only be determined experimentally (see, e.g., "Current protocols in Molecular 
Biology" (Ausubel et al, eds); John Wiley & Sons, Inc. 1998, Vol. 1 , comments to 
Section 6.3.5: "High-stringency wash is determined empirically. The relative 
homology between the probe and target sequence is a determining parameter. If 
the homology is 100%, a high temperature (65° to 7&C) can be used. As the 
homology drops, lower washing temperatures must be used" Therefore it is fair 
to expect a homology in the order of 80-1 00%. ¥ 

To summarize, because of the lack of significant identity between the nucleic 
acid sequences encoding the KCNQ4 and KCNQ2 channels and in view of the 
stringency associated with the wash conditions, no hybridization between the 
KCNQ4 nucleic acid sequence and that of KCNQ2 would occur. 





Appl. No. 09/492,361 



The undersigned hereby declares that all statements made herein 
based upon knowledge are true, and that all statements made based upon 
information and belief are believed to be true; and further, that these statements 
were made with the knowledge that willful false statements and the like so made 
are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of 
the United States Code, and that such willful false statements may jeopardize the 
validity of the application or any patent issued thereon. 



DATED- 




Enclosures: As stated above 



* 1 Tm S\ RECEIVED 

Curriculuii^yitae * Bo Skaaning Jensen, Ph.D. JUL 1 7 2002 

Contact Details Personal TECH CENTER 1600/2900 

22C Genuavej, Born May 6 th , 1965, Gentofte 

2300S Copenhagen, Citizenship: Danish 

Tel: 32 58 95 13 (private) Marital status: Married, 2 children 

Tel: 44 60 83 05 (work) (Anders, January 13 th 1991; Lasse, November 

e-mail: mette.husbjerg@mail.tele.dk (private) 27 th 1993) 

e-mail: bsi @ neurosearch.dk (work) 

Summary 

A highly entrepreneurial and innovative scientist with 6 years of experience in a leading Danish 
biotech company. Proven track record in project and department management as well as in business 
development. COPY OF PAPERS 

ORIGINALLY FILED 

Business Experience 

1 . January 2000 - present ~ 
Head of Department, Ion Channel Molecular Biology, NeuroSearch A/S 
NeuroSearch is a leading Danish bi ©pharmaceutical company committed to the discovery 
and development of new drugs mainly for the treatment of diseases of the Central Nervous 
System. 

Major Achievements: In the Board of Directors, Poseidon Pharmaceutical, November 1 st , 
2001. Participated in preparation of the investor presentation and business plan for Poseidon 
Pharmaceutical, a novel 100% Neurosearch-owned company. In the Board of Directors, 
Azign Bioscience, from March 23 rd , 2001. Participates in drafting the investor presentation 
and business plan for Azign Bioscience, a 100% Neurosearch-owned company. Participated 
in the first drafts of the investor presentation and business plan for Sophion Bioscience, a 
Neurosearch spin-out company. Project manager for the Research programme on SK/IK 
channel Modulators. Program manager for a research program on KCNQ channel 
Modulators. Wrote both scientific non-confidential as well as confidential material for these 
programmes to be used in marketing the programmes. Prepared the scientific project 
presentation of the programmes. 



1 . April 1997 - 1 . January 2000 

Senior Research Scientist, Electrophysiology, NeuroSearch A/S 

Major Achievements: Project manager for two Research programmes on IK channel 
Modulators. Negotiated together with Mette Kirstine Agger the Research collaboration 
Agreement with Pharmexa (previously M&E Biotech) and drafted the research plan for the 
collaboration together with Vice President Anand Gautam of Pharmexa. Program manager 
for a research program on KCNQ channel Modulators. Wrote both non-confidential as well 
as confidential material for all three programmes to be used in marketing the programmes. 
Prepared the project presentation of all three programmes. 

15. D. .v.-vr ; 996- 31. March 1997 

' ^search Scientist, Molecular Screening, NeuroSearch A/S 

I.July 1994- 15. December 1996 

Post Doc at the Dept. Chem. Immunol, Weizmann Institute of Science, Israel/August Krogh 
Institute, University of Copenhagen 




Scientific Experience 

Education: 1991, Master in Biology, University of Copenhagen 

1994, Ph.D. in Cell Physiology and Biological Chemistry, University of Copenhagen 



Publications: A. In "peer review*' journals: 23 

B. Contributions to Proceedings: 4 

C. Published abstracts: 1 8 

D. Patent applications: 1 1 

E. Reviews 3 (invited, 2 in press) 

F. Scientific Articles in newspapers 1 

G. Theses 2 



Scientific Prizes: 1. Prize in lecturing at the Winter Meeting in the Danish Society for Toxicology 

and Pharmacology, January 28th 1998 

Other Professional Activities: Member of: 

The Danish Weizrnann Society (at present Secretary in the Society) 

The Danish Biological Society 

The European Oocyte Club 

Danish Society of Toxicology and Pharmacology 

Society of General Physiology 

American Society of Physiology 

Organizer of: 

The Danish-Israeli Binational Symposia on Neuroscience (from 1999) 
The Sandbjerg Meetings on Membrane Transport (from 2000) 

Referee for: Journal of Biological Chemistry; Cellular and Molecular Biology Letters 
(for papers on K + channels) 

Conferences and Congresses (only oral presentations): 

Invited presentations: 24. August, 1997. XVth Scandinavian Workshop on In Vitro Toxicology 
Roskilde Universitetscenter, Roskilde 

28. January 1998. Danish Society for Toxicology and Pharmacology 
Winter meeting, Odense Universitetshospital, Odense 
XX. -YY. May 2000. 33. Sandbjerg Conference on 
Membrane Transport, S0nderborg. 

21. September 2000. Medicon Valley BioConference, Lund, Sweden, 
9.-12. February, 2002. The 6 th International Symposium on 
predictive oncology & intervention strategies, Paris, France 
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Membrane Biol. 131, 161-178. 
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USA92, 10801-10805. 
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A 7 B.S. Jensen & E.K. Hoffmann. 1997. "Hypertonicity enhances expression of functional 
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A8 B.Skaaning Jensen , B. Levavi-Sivan, C.S. Fishburn & S. Fuchs. 1997. "Functional expression of 
the murine D 2 , D 3 and D 4 dopamine receptors in Xenopus laevis oocytes" FEBS LettA2Q, 191-195 

A9 O. Asher, B.S. Jensen , M. Lupu-Meiri, Y. Oron, S.Fuchs.1998 'The mongoose acetylcholine 
receptor alpha-subunit: analysis of glycosylation and alpha-bungarotoxin binding." FEBS Lett. 
426(2):212-6. 
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A12 B.S. Jensen , D. Str0baek, P. Christophersen, T.D. J0rgensen, C. Hansen, A. Silahtaroglu, S.P. 
Olesen, P.K. Ahring. 1998. ''Characterization of the cloned human intermediate-conductance 
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(19): 10917-21. 

A 15 K.A. Pedersen, N.K. Jorgensen, B.S. Jensen , S.-P. Olesen. 2000. "Inhibition of the human 
intermediate-conductance, Ca 2+ -activated K + channel by intracellular acidification" Pflugers 
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A22 D.S. Dupuis, R.L. Schroder, T. Jespersen, J.K. Christensen, P. Christophersen, 
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